
Response to EPA Comments on Chemical RTK HPV Challenge Submission: 
Thiodipropionates Category 

‘I‘hc sponsor ofthe thiodipropionatc category, the Thiocsters Association, thanks EPA for their comments. 
I3clow arc specific responses to comments raised by EPA. 

Response to specific EPA comments in the Test Plan 

In the test plan (Matrix table. page 2i23 and Table 6. page l6i23). the submitter estimated a NOAEL of 
_ I I25 mgikg!day for 0.400 kg Fisher rats exposed to 3%) 3.3’~thiodipropionic acid dioctadecyl ester in feed 
I’or IWO years. The submitter needs to provide the details of this calculation. 

The study by ‘fullar conducted bctwccn 1944 and I947 did not supply sufficient information to 
accurately convert pcrccntagc test material in the feed to mglkgiday as routinely used today. The 
only information supplied by Tullar was the average feed consumed/rat/day (19,800 mgiratlday) 
for the cntirc study and the avcragc weight at sclcctcd time points. The highest average body 
weight for the group receiving 3’%1in the diet was 390 grams. lfonc uses these two values, the 
value would bc 1523 mg/kg:day. Howcvcr, the use of the average feed consumption for the entire 
study may not bc appropriate. 

Thus. rather than report this value in the test plan, control data from representative studies with F-
344 rats of400 grams which have an average daily feed intake of 15 g was used. These rats have 
II comparable body weight to those used by Tullar. This results in a value of approximately 1 I25 
mgikgiday. This results in a lower prcdictcd NOAEL. 

Response to specific EPA comments on the Robust Summaries 


(icncral Cotnments 

The IUCLID data set for 3.3’-thiodipropionic acid dioctadecyl cstcr did not list the purity ofthe compound. 


rlli: purity inii)rmatiun has been added to Scetion I. I - I .4 

The IU(‘LID data set for 3.3’-thiodipropionic acid ditridecyl ester lists the wrong CAS. No. in the id header 
01, plgcs I4i37-22137 

I Icalth Effects 
ACLIIC Toxlcity 
I?..;‘- I’hiodipropionic acid didodecyl ester. The three olive oil vehicle studies did not report the length of 
the observation period or indicate whether the animals were evaluated for systemic effects aside from 
mortality. 

3.3’--l‘hiodil,l-ol,ionic acid dioctadccyl ester. The submitter submitted data for four acute toxicity studies (3 
in rats and I in mice). Information omitted included the gavagc vehicle, the Icngth of the observation 
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period, and results for systemic toxicity. 
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?..~I-‘T‘hiodil,ropionic acid didodccyl ester. The robust summary did not report the gavage vehicle or the 
spcci tic diffcrcnces in outcomes following cxposurc at the NOAEL (350 mgikglday) and the NOEL (125 
mg:l<giday). 

I~cn~;tlc~ at II~I~ dose cuhihit~d a very small. but not statisttcally significant, increase in f-lb 

ci)IIcziitrxti(,ii‘;. ‘These iudividu;11 values fell will1 in the tiormnl bacligrotmd range are considered 
ur~lil,~~ly to IX a direct to\;ic df~ct oftlie test material. 

CI.INlC’A1. (‘I1IIMISTRV: Calcium t:onccntr;lticlni;itr~~til~iisofthe malts wcrc slightly elevated compared 
~3irh ctri-itwis. 1IUWVC~~ the diftirences wt’rc small. not statistically significant and generally well 
M~ltll ill tl1c Ilorlll;li txlcl<gmilllti r:ln~“. 

7.i’.‘fhiodipropiollic acid dioctadccyl cstcr. The robust summary for the ‘-year feeding study omitted the 
animals sex and incidcncc data for the obscrvcd body weight effects. Also. the summary did not include 

the stlbmittcr’s estimation ofdaily dose (mgikg~day) that was reported in the test plan (tables on pages 2123 
;111d 10’23). 

i,3’-‘Phiodipropionic acid didodecyl cstcr. The robust summary for mutation in bacterial cells did not 
report the positive control or the source ofthc S9 used for metabolic activation. 

The robttst sumary has hccn updated to include the SOLI~CCof the SO and positive controls used 

The robust summary for the irz ~.it~ micronucleus assay in rats did not report whether there was any effect 


on 111~mitotic index. 


3.3. I hiodipropionic acid dioctadccyl cstcr. The robust summaries for both studies did not report the 

so~~~u~ ofthc metabolic activation system and the purity ofthc test material. 


/ic,/“.‘/rlr,~,ri~‘[, 7h.~ic~i[l~. 3,3’-Thiodipropionic acid didodecyl ester. The robust summary did not state the 

~1I\ ;I~C vchiclc.
.-’ 




/)c,~‘~,//,/“‘l”‘ttrl jli~.~ic~itl.. 3,3’-Thiodipropionic acid didodccyl ester. Robust wnmarics for all four studies 
wcrc complctc except for the gavagc vehicle and the purity ofthc test substance. 


